Talloen et al. (1) point out an interesting special case of a filtering criterion that is specifically constructed for Affymetrix GeneChip technology. In general, methods that are adapted to a particular data generation technique are likely to outperform more general criteria. It is striking, however, that, in the example reported by Talloen et al. (1) , the detection power achieved by the more general-and thus, more broadly applicable-overall variance filter was as good as or better than that of a technologyspecific criterion at all filtering thresholds ( figure 1 in ref. 1) .
Talloen et al. (1) also suggest that the automatic threshold selection component of their informative/non-informative calls (I/NI calls) procedure is objective and that a data-derived threshold is superior to one that must be selected or tuned by the experimenter. We agree that data-derived thresholds are desirable. The Bayesian I/NI procedure does not, however, provide a solution to the problem because of its reliance on hyperparameters. In the original I/NI publication (2), the authors note that setting its μ λ hyperparameter closer to zero "implies that noninformative genes are more likely to be observed" (2) (i.e., a tuning parameter still needs to be chosen). Furthermore, figure 1 in ref. 1 shows that the default value for μ λ removes too many null hypotheses, resulting in suboptimal detection power. Thus, I/NI users will still most likely benefit from experiment-specific, subjective adaptation of the procedure.
The fact that overall variance filtering achieves greater detection power than a technology-specific procedure may be the result of a conceptual difference between the two filters. Talloen et al. (1) propose using the consistency of behavior among the multiple probes for the same target (I/NI calls) as a guide to the reliability of that measurement. In contrast, we (3) and others have focused on filters that use domain-specific prior knowledge to identify genes with a higher a priori probability of being truly differentially expressed. In the microarray case, we know that, in most cases, a substantial fraction of genes is not detectably expressed in any sample. Such genes will show little variation in signal across samples, which motivates the overall variance filter. In principle, these two criteria-reliability and prior probability of differential expression-are independent of each other. Talloen et al. (1) show that, in practice for this particular data type, they are closely related, although not identical.
Looking forward, overall variance as well as consistencybased measures such as I/NI calls both are instances of filter criteria falling into the more general methodology described by Bourgon et al. (3) . The construction of filtering statistics that are (marginally) independent of the test statistic under the null hypothesis but correlated with it under the alternatives will be useful for many parallel or high-throughput assays. We envisage applications in a diverse range of technologies, including RNA-Seq, ChIP-Seq, and RNAi or chemical compound screening. 
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